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AMENDMENTS TO THE CLAIMS 

This listing of claims will replace all prior versions and listings of claims in the 
application: 

LISTING OF CLAIMS: 

1. (currently amended) A composition comprising: 

(a) a first therapeutic agent, wherein said first therap eut ic agent is an 
antibody or an epitope-binding fragment thereof, and-wherein said antibody or 
said fragment specifically binds to insulin- like growth factor-I receptor, seteeted 
from the group con s i s ting of: and wherein said antibody has the same binding 
specificity as murine antibody EM 164. and- 

(i) an antibody, or opitope ^ hinding fragment thereof, having 
the same am ino acid sequence as the murine ant ibod y EMI 61 produced by 
mms e hybridoma EM161 (ATCC acc e ssion number PTA 4457 

(ii) a reourfaoed antibody, or epitope binding fragm e nt thereof, 

having the same binding specificity as murine antibody EM 164, 

£b) — a- human or humanized antibody, or epitope binding 
fragment - thereof having the same binding s pecifi c ity as murine antibody 
E MI 64 

(iv) a-functional equivalent of an antibody, or epitope - binding 

fragment thereof, having the samo binding specificity as murine antibody 
EM164, and 

(v) a variant of murine antibo d y - EM16 4 |, or epitope binding 

fragment thereof, havirtg - at - lea s t one nucleotide mutation, deletiea -e* 
in s ertion compared to murine antibody EM 16 4 , a nd having the same 
binding specificity-as murine antibody EM164, and 
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{¥i) the murin e antibody EM 164 produced by mouse hybridoma 

EMMA (ATCC aooossion number PTA 1457), or epitope binding 

(b) a seeend-therapeutic agent. 

2. (currently amended) The composition according to of claim 1, wherein said 
seeofid-therapeutic agent is selected from the group consisting of docetaxel, paclitaxel, 
doxorubicin, epirubicin, cyclophosphamide, trastuzumab- (Herccptin) , eapeeitabine, tamoxifen, 
toremifene, letrozole, anastrozoie, fulvestrant, exemestane, goserelin, oxaliplatin, carboplatin, 
cisplatin, dexamethasone, antide, bevacizumab (Avastin) , S-fluorouracil, leucovorin, levamisole, 
irinotecan, etoposide, topotecan, gemcitabine, vinoreibine, estramustine, mitoxantrone, abarelix, 
zoledronate, streptozoein, rituximab-( R - it uxan), idarubicin, busulfan, chlorambucil, fiudarabine, 
imatinih, cytarabine, ihritumoma b (Zevalin) , tositumomab (Bexxur) , interferon alpha-2b } 
melphaiam, bortezomib (Velcade) , altretamine, asparaginase, gefitimb^tossa), erlonitib 
(Tarceva ), anti-EGF receptor antibody (Cctuximab, Abx EGF) , thalidomide, carrrmstinc, 
prednisone, interferon alpha-2a, vincristine, pamidronate, erythropoietin, bisphosphonate and an 
epothilone. 

.3, (currently amended) The composition according to -ofclaim 1, wherein said 
seeend-therapeutic agent is selected from the group consisting of carboplatin, oxaliplatin, 
cisplatin, paclitaxel, docetaxel, gemcitabine, and camptothecin. 

4.-5. (canceled). 



6. (currently amended) A pharmaceutical composition comprising the composition 
according to of claim 1, and a pharmaceutically acceptable carrier or diluent. 
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7, (currently amended) A composition comprisin g The composition of claim U , 
wherein said antibody or said fragment comprises 

(a) - — a fir s t therapeutic agent, whproin said first therapeutic agent is an 
antibody or an epitop e- binding antibody fragment comprising a heavy chain 
variable region and a light chain variable region, wherein said heavy chain 
variable region comprises three sequential at4east - one complementarity- 
determining regions comprising the region having an amino acid sequences of 

SYW MH (SEQIDNO:l), 

E TNPSNGRTNYNEKFKR (SEQ ID NO :2), 

GRPDYYGSSKWYFDV (SEQ ID NO:3), 

RSSQSIVHSNVNTYLE (SEQIDNCH), 

KVSNRFS (SEQ ID NO:5), and 

FQGSHVPPT (SEQ ID NO:6), and 

(b) a spcond therapeutic agent, wh e rein when SEQ ID NOiS io 
s e lec ted s aid antibody or antibody fragment specifically binds to insulin lik e 
growth factor I receptor , 

8. (currently amended) A composition comprising: 

(a) a - first - therapeutic agent, wherein said first therapeu t i e- agent is an 

antibody or an epitope - binding antibody fragment The composition of claim 1, 
wherein said antibody or said fragment comprises comprising at least one heavy 
chain variable region and at least one light chain variable region, wherein said 
heavy chain variable region comprises three sequential complementarity- 
determining regions comprising the hav4ng-amino acid sequences of fepresented 
fey-SEQ ID NOS:l-3, respectively; 

SYWMH (SEQ ID NO: 1), 

EINPSNGRTNYNEKFKR (SEQ ID NO:2), 
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GRPDYYGSSKWYFDV (SEQ ID NO:3); 

and wherein said light chain variable region comprises three sequential 
complementarity-determining regions comprising the h aving-ammo acid 
sequences of roprescntod by S EQ ID NOS:4-6, respectively: 
RS:SQSIVHS>JWrYLE (SEQ ID NO: 1 ), 

KVSNRFS (SEQ ID NQ.5), 

FQGSIIVPPT — (SEQ ID NO:6), and 



9. (currently amended) A- The composition of claim 1 comprising 

(a) a first therapeutic agent, wherein said first therapeutie-agent is an 

antibody- or an epitope bindin g-fragm ent th e reof, wherein said antibody or said 
fragment comprises a heavy chain variable region that has at least 90% sequence 
identity to the aft-amino acid sequence of roprosonted by SEQ ID NO:7t 

QVOLQQSGAELVKPGASVKLSCKASGYtFTSY^^lH^^KQ 

IlPGQGLEWIGE^^IPSNGRT^JYNEKFKPJL\TLTA^DKSSSTAY^lQLS 

SLTS ED SAV YYFAPiGRPDYYGS SKWYFDVWGAGTTVTVSS (SEQ 

IDNO:7),and 

(fe) — a s econd therapeutic agent . 

1 0. (currently amended) The composition of claim 9, wherein said heavy chain 
variable region has at least 95% sequence identity to said amino acid sequence repre se nted by of 
SEQIDNO:7. 

1 1 . (currently amended) The composition of claim 9, wherein said heavy chain 
variable region comprises the amino ac id sequence of h as an amino acid sequence that i s 
represented by SEQ ID NO:7. 
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12, {currently amended) A -The composition of claim 1 comprising; -. 



fragment comprises a light chain variable region that has at least 90% sequence 
identity to the an-amino acid sequence repre s ent e d by of SEQ ID NO:8f 

DVLMTQTPLSLPVSLGDQASISCRSSQSIVHSNV>?T YL EWYLQKPG 
QSPKLLIYKVSNRFSGVPDRPSGSGSGTDFTLRISRVEAEDLGIYYC 
FQGSHVPPTFGGGTKLEIKR (SEQ ID NO:8), and 




13. (currently amended) The composition of claim 12, wherein said light chain 
variable region has at least 95% sequence identity to said amino acid sequence roproaonted by gf 
SEQ ID KO:8. 

14. (currently amended) The composition of claim 12, wherein said light chain 



represented by SEQ ID NO:8. 

15. (currently amended) A -The composition of claim 1 c o mpris i ng ^, 



(a)- — a fir s t therapeutic agent 7 wherein said fir s t therapeutic ag e nt - is an 
antibody or an epi to pe binding fragment thereof wherein said antibody or said 
fragment comprises a light chain variable region comprising an amino acid having 
^sequence selected from the group consisting of: 



DVVMTQTPLSLPVSLGDPAS I S C R SSQ SIVHSNvT>JTYLEWYLQKPG 
QSPRLLIYKVSNRFSGVPDRFSGSGAGTDFTLRISRVEAEDLGIYYC 
FQGSHVPPTFGGGTKLEIKR SEQ ID NO:9; 




first therapeutic agent, wherein said first therapeutic agent is a 
pitope bind i ng-fragmen t t h e r e o f wherein said antibody or said 




variable region 




acid sequence that is 
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DV L MTQTPLSLPVSLGDPASISCRSSQSIVHSNVNTYLEWYLQKPG 
QSPKLLIYKVSNRFSGVPDRFSGSGAGTDFTLRISRVEAEDLGIYYC 
P QGS H V PP T FGGGTKLEIKR SEQ ID NO: 10; 

DVLMTQTPLSLPVSLGDPASISCRSSQSIVHSNVNTYLEWYLQKPG 

QSPRLLIYKVSNRFSGVPDRFSGSGAGTDFTLRISRVEAEDLGIYYC 

FQGSHVPPTFGGGTKLEIKR SEQ IDNO:ll;and 

DVVMTQTPLSLPVSLGDPASISCRSSQSIVHSNVNTYLEWYLQKPG 

QSPKLLIYKVSNRFSGVPDRFSGSGAGTDFTLRISRVEAEDLGIYYC 

FQGSHVPPTFGGGTKLEIKR SEQ ID NO: 12^ 

(fe) a-second therapeutic agent . 

16, (currently amended) AThe composition of claim 1 comprising: , 

{a} a first therapeutic agent, wherein said first therapeutic agent is an 

antibody or an epitopo - binding fragm e nt thereof wherein said antibody pr said 
fragment comprises a heavy chain variable region comprising the amino acid 

QVQLVQSGAEVVKPGASVKLSCKASGYTFTSYWMHWKQRPGQ 
GLEWIGEINPSNGRTNYNQKFQGKATLTVDKSSSTAYMQLSSLTSE 
DSAVYYFARGRPDYYGSSKWYFDVWGQGTTVTVSS (SEQ ID 
NO:13)rand 

(b)— — a sec o nd therapeutic agent . 

1 7. (currently amended) The composition of any one of claims 7-16, wherein said 
seee*id-therapeatic agent is selected from the group consisting of docetaxel, paclitaxel, 
doxorubicin, epirubicin, cyclophosphamide, trastuzumab (Herceptin) , capecitabine, tamoxifen, 
toremifene, letrozole, anastrozole, fulvestrant, exemestane, goserelin, oxaliplatin, carboplatin, 
cisplatin, dexamethasone, antide, bevacizumab (Avastin) , 5-fluorouracil, leucovorin, levamisole, 
irinotecan, etoposide, topotecan, gemcitabine, vinorelbine, estramustine, mitoxantrone, abarelix, 
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zoledronate, streptozoein, rituximab (Rituxan) , idarubicin, busulfan, chlorambucil, fludarabine, 
imatinib, eytarabine, ibritumoma b (Zevalin) , tositumomab (Bexxar) , interferon alpha-2b, 
melphalam, bortezomib (Vclcade) , altretamine, asparaginase, gefitimb-(Iressa), erlonitib 
(Tarceva) , anti-EGF receptor antibody (Cotuximab, Abx EGF) , thalidomide, earmustine, 
prednisone, interferon alpha-2a, vincristine, pamidronate, erythropoietin, bisphosphonate and an 
epothilone. 

18. (currently amended) The composition of any one of claims 7-16, wherein said 
seeend-therapeutic agent is selected from the group consisting of carboplatin, oxaliplatin, 
cisplatin, paclitaxel, docetaxel, gemcitabine, and camptothecin. 

19. (original) A method for inhibiting the growth of a cancer cell comprising 
contacting said cell with the composition of claim 1 . 

20. (withdrawn) A method for treating a patient having a cancer comprising 
administering to said patient an effective amount of the composition of claim 1 . 

21. (withdrawn) A method for treating a patient having a cancer comprising 
administering to said patient an effective amount of the pharmaceutical composition of claim 6. 

22 . (currently amended) The method of treatment of any one of claims 19-21, 
wherein said cancer is a cancer selected from the group consisting of breast cancer, colon cancer, 
ovarian carcinoma, osteosarcoma, cervical cancer, prostate cancer, lung cancer, synovial 
carcinoma, pancreatic cancer, melanoma, multiple myeloma, neuroblastoma, and 
rhabdomyosarcoma. 



23. (cancelled). 
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24. (currently amended) A method for inhibiting the growth of a cancer cell 
comprising contacting a cancer s aid-cell with* 



aa&body - having the s 



ieid sequence as the n 



produced by n 



o hybridoma EM164 (ATCC a 



irino antibody EMI 64 
n number PT A 44 5 7), o 



an epitope binding fragment thereof, wherein said antibody or said fragment 
gpw.ifinnlly Hind to inr.ul in like growth factor I receptor the composition of claim 
i^-aftd 

(b)- a second therapeutic agent . 

25. (withdrawn - currently amended) A method for treating a patient having a cancer 
comprising administering to said patient ha v i ng a cancer an effective amount oft 

(a) a first therapoutio agent, wherein said fir s t therap e utic agent i s an 

antibody having the same amino acid soquenee as the murine antibody EMI 64 



o hybridoma EMI 61 (ATCC a 



n number FT A A 4.5 7), 1 



produced by r 

an epitope binding fragment thereof, wherein said antibody or said fragment 



.R pHmfonlly hind tn insulin like growth factor I receptor the composition of claim 



a second therapoutio agent . 



26. (currently amended) The method of claim 24, wherein said cell is contacted with 
said first therapeutic agent antibody or said fragment and said seeond-therapeutic agent 
concurrently. 



27. (currently amended) The method of claim 24, wherein said cell is contacted with 
said first th erapeutic agent antibody or said fragment and said seeend-therapeutic agent 
sequentially and in either order. 
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28. (withdrawn - currently amended) The method of claim 25 , wherein said ifst 
therapeutic agent antibody of said fragment and said second therapeutic agent are administered 
concurrently. 

29. (withdrawn - currently amended) The method of claim 25, wherein said fost 
t h er a p eu tic agent antibody or said fragment and said second therapeutic agent are administered 
sequentially and in either order. 

30. (currently amended) The method of claim 24 or 25, wherein said second 
therapeutic agent is selected from the group consisting of docetaxel, paclitaxel, doxorubicin, 
epirubicin, cyclophosphamide, trastuzumab (Herceptin) , capecitabine, tamoxifen, toremifene,, 
letrozole, anastrozole, fulvestrant, exemestane, goserelin, oxaliplatin, cai'boplatin, cisplatin, 
dexamethasone, antide, bevacizumab (Avastin) , 5-fluorouracil, leucovorin, levamisole, 
irinotecan, etoposide, topotecan, gemcitabine, vinorelbine, estramustine, mitoxantrone, abarelix, 
zoledronate, streptozocin, rituximab (Rituxan) , idarubicin, busuifan, chlorambucil, fludarabine, 
imatinib, cytarabine, ibritumomab (Zevalin) , tositumomab (Bexxar) , interferon alpha-2b, 
melphalam, bortezomib-(¥eleade-), altretamine, asparaginase, gefitinib-ffcessa), erlonitib 
(T- aree - v a ) , anti-EGF receptor antibody (Cetuximab, A bx - EGF ), thalidomide, carmustine, 
prednisone, interferon alpha-2a, vincristine, pamidronate, erythropoietin, bisphosphonate and an 
epothilone. 

3 1 . (currently amended) The method of claim 24 or 25, wherein said second 
therapeutic agent is selected from the group consisting of carboplatin, oxaliplatin, cisplatin, 
paclitaxel, docetaxel, gemcitabine, and camptothecin. 

32 . (currently amended) The composition m efeed-of claim 1 , wherein said second 
therapeutic agent is selected from the group consisting of bortezpmib (Velcade) , melphalan, 
thalidomide, doxorubicin, cyclophosphamide, interferon alpha-2b, interferon alpha-2a, 
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vincristine, pamidronate, carmustine, prednisone, zoledronate, erythropoietin, bisphosphonate 
and dexamethasone. 

33. (currently amended) The composition of any one of claims 7-16, wherein said 
sesoftd-therapeutie agent is selected from the group consisting of bortezomib (Velcade), 
melphalan, thalidomide, doxorubicin, cyclophosphamide, interferon alpha-2b, interferon alpha- 
la, vincristine, pamidronate, carmustine, prednisone, zoledronate, erythropoietin, bisphosphonate 
and dexamethasone. 

34. (currently amended) The method of claim 24 or 25, wherein said second 
therapeutic agent is selected from the group consisting of bortezomib (Velcade) , melphalan, 
thalidomide, doxorubicin, cyclophosphamide, interferon alpha~2b, interferon alpha-2a, 
vincristine, pamidronate, carmustine, prednisone, zoledronate, erythropoietin, bisphosphonate 
and dexamethasone. 

35. (new) The method according to claim 20, wherein said effective amount of the 
composition of claim 1 comprises about 1 mg/square meter to about 2000 mg/square meter of 
said antibody or fragment thereof, and about 10 mg/square meter to about 2000 mg/square meter 
of said therapeutic agent. 

36. (new) The method according to claim 20, wherein said effective amount of the 
composition of claim 1 comprises about 10 mg/square meter to about 1 000 mg/square meter of 
said antibody or fragment thereof, and about 50 mg/square meter to about 1000 mg/square meter 
of said therapeutic agent. 

37 . (new) : The composition of claim 1, wherein said antibody or said fragment is 
selected from the group consisting essentially of: 

(a)-(i) a resurfaced antibody or epitope binding fragment thereof; 
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(ii) a human antibody or epitope binding fragment thereof; 
(lii) a humanized antibody or epitope binding fragment thereof; and 
(iv) an antibody produced by mouse hybridoma EM 1 64 (ATCC accession 
number PTA 4457) or epitope binding fragment thereof. 



